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TITLE OF THE STUDY

ﬂute oral toxicity study in rats treated with the test article ||| | |  EGcNINGE

PURPOSE OF THE STUDY

The purpose of the study was to evaluate the acute oral toxicity of the test article
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FOREWORD

On behalf of AUSIMONT Viale S.pietro, S0/A. 20021-BOLLATE-Milane-Italy,
Istituto di Ricerche Biomediche "Antoine Marxer" RBM Sp.A, authorized by the
Italian Health Authorities (1-2) to conduct safety studies, has performed an acute
toxicity study by oral route in Sprague Dawley Crl: CD(SD) BR rats (RBM-
Experiment No. 980431 ), with the test article:

A sample of the substance used, along with pertinent documentation, is held in
sufficient quantity in the RBM archives and is at the disposal of the Ministero della
Sanita.

The undersigned declares that the experiment was conducted using the same batch

of substance as that of the sample held on file.

For verification by the Ministero della Sanita, the undersigned moreover
guarantees the identification and classification of all those materials, documents and
recordings used in conducting the experiment, held on file for a period of at least 10
years from the date of this report. Following this time, they will be placed at the

disposal of the Sponsor.

Dr. Roberto Maraschin

Scientific and Operative Director

Ivrea, October 16, 1998

(1):  Pharmaceuticals:
Authorization dated March 12, 1976 in accordance with “"Circolare 73", May 16, 1974

(2): Chemicals:
Authorization in accordance with DPR 927/81 (D.M. dated January 7, 1988 published in

G.U. No. 12, dated January 16, 1988).
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QUALITY ASSURANCE STATEMENT

RBM Experiment number: 980431

Study title:

"Acute oral toxicity study in rats treated with the test article-

|

Studies of the type described in this report are conducted in a manner which
involves frequent repetition of identical or similar procedures.

In compliance with the Principles of Good Laboratory Practice, at the time of this
study, procedure-based inspections were made by the Q.A.U. of critical phases and
procedures relevant to this type of study. For the inspection of any given procedure,
studies were selected at random. All such inspections were reported promptly to the
study director and to facility management.

This study was inspected on:

Dates of inspection/audit . Dates of report to
: Study Director and Management
May 29, 1998 May 29, 1998
October 15 — 16, 1998 October 16, 1998

This report has been audited by the Q.A.U. and was found to be an accurate
description of such methods and procedures as were used during.the conduct of the
study and an accurate reflection of the raw data.

raudit: @j’lﬂ. ,29/\4‘4&

Date of final

Head of Quality Assurance Unit

L
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CERTIFICATION OF GLP COMPLIANCE

Study No. 980431 entitled :

" A cute oral toxicity study in rats treated with the test article| || NG

"

I hereby confirm that this study was conducted in accordance with the OECD
[C(81) 30 (final)], Principles of Good Laboratory Practice (GLP).

The Sponsor is responsible for GLP compliance of any information supp!ied.

These principles were adopted by the EEC and incorpored into EEC Directive
88/320, that was legally enforced by the Italian Health Authority [D.M. dated June
26, 1986 as published in G.U. No. 198, dated August 27, 1986 and D.L. January 27,
1992, No. 120 as published in G.U. (Supplement) No. 40, February 18, 1992].

The final report fully and accurately reflects the raw data generated during the
conduct of the study.

This report consists of 42 pages.

Dr. Ping Yu

Tvrea, Ocfcber. 2A, P ot
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SCIENTISTS INVOLVED IN THE STUDY
Study No. 980431

" Acute oral toxicity study in rats treated with the test article |||

ks

Study Director Dr, Ping Yu

Senior Scientist for General

Toxicology Dr. Sergio Peaqo
Head of General Toxicology I Unit , Dr. Germano Oberto
Centralized Pharmacy Head Dr. Rita Bussi
Pharmacy Service Head ' Dr. Bruna Piccioli
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EXPERIMENTAL DESIGN

RBM Experiment No.: 980431
Test article: I
Administration route: oral (by gavage)

Duration of treatment period:  single administration

Duration of post-treatment
observation period: 14 days

The test method was in accordance with European Economic Community
Guidelines - Annex to Commission Directive 92/69/EEC of July 31, 1992 adapting to
technical progress for the seventeenth time Council Directive 67/548/EEC on the
approximation of laws, regulations and administrative provisions relating to the
classification, packaging and labelling of dangerous substances (B.1) and with
Organization for Economic Cooperation and Development Guidelines (section 4,
subpart 401, Paris 1981 and subsequent revisions). : -

TEST SYSTEM

Species, strain and Sprague Dawley Crl: CD (SD) BR rat
substrain: :

Justification for selection of

the test system : the Sprague Dawley rat was chosen as rodent species since
it is an appropriate experimental model widely accepted by
Health Authorities, with documented susceptibility to a
wide range of toxic substances

Number and sex of animals: 5 males/dose at the doses of 63, 81 and 145 mg/kg
5 males and 5 females at the dose of 45 mg/kg

0/
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Supplier: Charles River Italia S.p.A.
Via Indipendenza, 11
22050 CALCO (Lecco)
Shipping slips Nos. 03930 (May 29, 1998), 04317 (June
12, 1998), 04479 (June 19, 1998), 04635 (June 26, 1998)
and 05128 (July 17, 1998)

Age (at randomization). no more than three months

Body weight (at

randomization): Males: 242-302 g
Females: 207-230 g

Acclimatization: at least 5 days before the start of the test.
Animals were observed daily to ascertain their fitness for
the study.

Housing: | 5 animals/sex/cage in air-conditioned room.

- Temperature: 22°C + 2

- Relative humidity: 55% + 10

- Air changes: about 20/ hour filtered on HEPA 99.97%

- Light: 12 hour cycle (7 am. -7 p.m.)

- Cage size: grill cages 40.5x38.5x18h cm with stainless
steel feeder. The waste that dropped through the grill
bottom onto removable paper was periodically disposed of.

Animal identification: by appropriately coloring different areas of the limbs.
Cage card gave experiment number, dosage group, sex and

date of administration.

Diet: GLP 4RF21 top certificate pelleted diet produced by
Charles River Italia's feed licencee Mucedola S.rl,
Settimo Milanese. The declared contents on the label, on
dry matter basis (moisture 12%), were:

crude protein 18.50%
crude fat 3.00%
crude fiber 6.00%
crude ash 7.00%

RS "
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The diet was supplemented by the Producer with vitamins
and trace elements. The Producer supplies a certificate of
analysis for nutrients and contaminants, the levels of which
are within the limits proposed by EPA-TSCA
(44FR:44053-44093, July 26, 1979).

RBM has the animal feed re-analyzed at least twice a year
for bacterial contamination.

The diet was available "ad libitum" to the animals.

from the municipal water main system.

Water is filtered and distributed "ad libitum" to the animals
by an automatic valve system.

Periodically drinking water is analyzed for microbial
count, heavy metals, other contaminants (e.g. solvents,

. pesticides) and other chemical and  physicals

characteristics. The accepted limits of quality of the
drinking water were those defined in EEC directive 80/778

Contaminants that might interfere with the objectives of the study were not expected to
be present in the diet or drinking water.

75 11




REDACTED AS TO TRADE NAMES
—
LABORATORE
CLINICSGROUI
i
BOSCENCE

RBM Exp. No. 980431

TEST ARTICLE, CHARACTERIZATION

Identification:

Batch: 4/SPINETTA
Characteristics: white powder
Purity: > 99%
Manufacturing date: March 30, 1998
Expiry date: December 2000
Storage conditions: at room temperature

VEHICLE CHARACTERIZATION

Deionized water

TEST ARTICLE FORMULATE PREPARATION

When required, an exact amount of test article was weighed in a suitable graduated
container and made up to final volume with vehicle to obtain the concentration

required.
Magnetic stirring was used to obtain a homogeneous suspension, Formulates were kept

magpnetically stirred until the end of administration and were administered within one
hour of the preparation.

¥ e
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Administration route:  oral (by gavage)

Reason for selection of

administration route;  possible ingestion by humans

Experimental design:

Dose* Treated

Mg/kg animals
145 5 males
81 5 males
63 5 males
45 S males
45 5 females

Treatment Final
Date killing
July 9, 1998 Found dead

August 4, 1998 August 25,1998
August 20, 1998 September 10, 1998
July 22, 1998 August 5, 1998
August 4, 1998 August 25, 1998

* The doses were defined on the basis of a preliminary study.

Administration method:

Observation period:

Observation of clinical signs
and mortality:

Body weight:

The volume of administration was 10 ml/kg defined on
the basis of the individual body weight. The
administration was done by gavage to rats which had
been fasted about 16 hours. Feed was returned to the rats
about three hours after the test article administration.

14 or 21 *days after administration

* for males in groups of 63 and 81 mg/kg and for
females in group of 45 mg/kg due to the delayed clinical
changes.

~ at 30 minutes, 2, 4 and 6 hours on the first day after the

administration (day 1) and then twice a day up to
termination of the observation period

twice pre-trial (at randomization and.on day 1 just
before administration) and on days 3, 8 and 14. On day
1 the animals were weighed after a 16-hour fasting
period. For males in groups of 63 and 81 mg/kg and for
females in group of 45 mg/kg body weights were also
recorded on day 21.

75 ;
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Gross pathology: on animals which died before the end of the study and
on animals killed (fasted overnight) by excision of the
femoral arteries, after i.p. overdosage anesthesia with
5% sodium pentobarbital, at the end of the observation

period

Histology: portions of abnormdl entities found in the necropsied
animals were collecred. The tissue samples were fixed
and preserved in 10% buffered formalin. Histologic

examination was not performed

LDsq and its statistical limits: LDs5q was calculated by the method of the Probit (Bliss
- Finney) - A.P. Rosiello et al,, J. Tox. and Env. Health,

3- 797-809, 1977.

RECORD FILING

The protocol, a reserve sample of the batch of the test article used, the raw data
bound in a register numbered 980431 /1, the specimens, the final report and all other
documents pertinent to the conduct of this study, including records and reports of
maintenance, cleaning, calibration and inspection of equipment, analysis of diet and
water are filed at RBM premises for ten years from the issue date of this report and
then sent to the Sponsor.

PROCEDURAL DETAILS

The study was conducted in accordance with the procedures described in the RBM
Standard Operating Procedures (SOP's) collection.

Protection of animals used in the experiment is in accordance with Directive
86/609/EEC, enforced by the Italian D. L. No. 116 of January 27, 1992.
Physical facilities and equipment for accommodation and care of animals are in
accordance with the provisions of EEC Council Directive 86/609.
The Institute is fully authorized by Competent Veterinary Health Authorities.

e y
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RESULTS
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CLINICAL OBSERVATIONS

MORTALITY (TABLE 1)

The mortality which occurred at the various doses is given below:

Dose (mg/kg) 45 63 81 145
Treated animals SM+5F SM 5M M
Mortality 0 2M 4M 5M
Total (%) 0% 40% 80% 100%

The deaths occurred 4-9 days after dosing, with the first case observed on day 4

after administration in the 145 mg/kg group. _
No deaths occurred in the animals of either sex in the lowest dose group (45

mg/kg).
The LDsq was calcilated to be 67.7 mg/kg with 95% confidence limits of 58.5 -
78.3 mg/kg. '

CLINICAL SIGNS (TABLE 2 AND APPENDIX 1)

Piloerection and hunched posture were observed in the animals of the various dose
groups, starting 3-4 days (81 and 145 mg/kg groups) or 3-12 days (lower doses) after
dosing. These changes were accompanied by hypoactivity in rats of the higher dose
groups (81 and 145 mg/kg). Diarrhea was observed in two females of the 45mg/kg
group 12-14 days after treatment.

Complete or partial recovery was achieved atthe end of the observation period in
the surviving animals.

BODY WEIGHT (APPENDIX 2)

Decrease in body weight or retarded growth was found in animals given the various
doses during the observation period.

8
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POST-MORTEM EXAMINATION

GROSS PATHOLOGY (TABLE 3 AND APPENDIX 3)

At the necropsy of animals which died before the end of the observation period, the
main macroscopic findings were marked or moderate liver paleness and erosion and/or
thinning walls of stomach. These changes were mainly confined to animals of the
higher dose groups (81 and 145 mg/kg). Moreover, kidney medulla congestion and
congestion of lungs or thymus were seen in a few animals.

At the autopsy carried out at the end of the observation period, no appreciable
macroscopic findings were evident in any rat.

17




REDACTED AS TO TRADE NAMES

LABORATORES \
| scincserauRl =)
\

BOSCENCE

RBM Exp. No. 980431

SUMMARY AND CONCLUSIONS

Experimental data from a toxicity study in which Sprague Dawley Cr:CD(SD) BR
rats received oral administration of the test article || | GTGTTNTNTGTGGEEE-:
given in this report.

The test method was in accordance with European Economic Community
Guidelines - Annex to Commission Directive 92/69/EEC of July 31, 1992 adapting to
“technical progress for the seventeenth time Council Directive 67/548/EEC on the
approximation of laws, regulations and administrative provisions relating to the
classification, packaging and labelling of dangerous substances (B.1) and with
Organization for Economic Cooperation and Development Guideline (section 4,
subpart 401, Paris 1981 and subsequent revisions).

The test article was administered to the rats as a suspension in deionized water at
the dosages of 45, 63, 81 and 145 to groups of 5§ males/dose and at the dose of 45
mg/kg to 5 females for confirmation in the other sex. All rats were treated after a 16-
hour- fasting period. The day of treatment was considered day 1 of the study. The
animals were weighed twice before treatment (at randomization and on day 1 just
before treatment) and on days 3, 8 and 14 (surviving males in the 63 and 81 mg/kg
groups and females in the 45 mg/kg group were also weighed on day 21). They were
clinically observed for 14 or 21 days following the treatment. Macroscopic
examinations were performed in the animals which died before the end of the study.
At the end of the observation period the surviving rats were killed (fasted overnight)
by excision of the femoral arteries after i.p. overdosage anesthesia with 5% sodium
pentobarbital and were subjected to a thorough autopsy.

The mortality which occurred at the various doses is given below:

Dose (mg/kg) 45 63 81 145
Treated animals SM+5F M 5M M
Mortality 0 2M 4M M
Total (%) 0% 40% 80% 100%

The deaths occurred 4-9 days after dosing, with the first case observed on day 4

after administration in the 145 mg/kg group. .
No deaths occutred in the animals of either sex in the lowest dose group (45

mg/kg).

w0 !
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The LDs( was calculated to be 67.7 mg/kg with 95% confidence limits of 58.5 —
78.3 mg/kg.

Piloerection and hunched posture were observed in the animals of the various dose
groups, starting 3-4 days (81 and 145 mg/kg groups) or 3-12 days (lower doses) after
dosing. These changes were accompanied by hypoactivity in rats of the higher dose
groups (81 and 145 mg/kg). Diarthea was observed in two females of the 45mg/kg
group 12-14 days after treatment. Complete or partial recovery ~was achieved at the
end of the observation period in the surviving animals. Moreover, decrease in body
weight or retarded growth was found in animals given the various doses during the
observation period.

At the necropsy of animals which died before the end of the observation period, the
main macroscopic findings were marked or moderate liver paleness and erosion and/or
thinning walls of stomach. These changes were mainly confined to animals of the
higher dose groups (81 and 145 mg/kg). At the autopsy carried out at the end of the
observation period, no appreciable macroscopic findings were evident in any rat.

In conclusion, the LDsq of the test article [ . \hen
administered to rats by oral route, was 67.7 mg/kg ( 95% confidence limits: 58.5-
78.3 mg/kg). The compound induced delayed toxicity ( liver and stomach were
mainly involved) in animals given the higher doses.

—— e nns

Dr. Ping Yu Dr. Sergio Peano

Study Director Senior Scientist for General Toxicology

Ockob 46, 1778 OA. 16, 127

v/
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GROUP DATA

20




REDACTED AS TO TRADE NAMES

BOSCENCE

—
(o]

XEPGT G+862L 9T= K

uotssarbex IvaUT]

SN €96°0 = 4 Aytsuaborsiay
BS'T S1°§ = {as) adois
v 8L - ¥S°8S = SITWIT SOUIPTIUGD §G6
2L 19 = {0607T) =50P TRY3I®T URTPeW
$0°00T %0°08 $0°0F %00 (%) T1R3I04L
5 y z o {1z Aep)  -ou Te30L
o T 0 0 6
0 Z Z 0 8
0 T o} 0 L WIA//
T 0 4] 0 9 RUVAU
€ 0 ¢ ¢ 1)
T s} 0 Q B Keqg
<€ ) S ot STewTur pPaleall
SHT 18 €9 S¥ (By/Bu) ssog
setewsi — SeTel
(1 -d) UOT3IeINOTRO OGAT bue AITTEIIOW - T 7L
a
a
TEV086 * *dxs Wey
. s3ex Ul Apnas A3ToTHEI TRIO I3noy ! mauaw

0

1£4086 ON “dxg NS



REDACTED AS TO TRADE NAMES

—
J

LABORATORIES
+ CLINICS GROUP
\

l

BOSCENCE

o
N

1£7086 ON "dxg NG

(STeWTUE 810U JO SUC UT UOTIBAISSCO 3SeT-3SITI| O3-woll

-y

(shep) p : 2wy
{peAI9sqo J0U) -

PLT P6T PET
- T € g Kaaacoay
PS -PY Py -PV PT~PZT PZI-PL
¥ T € 2 aanisod psysuny
BS -PF P91-PE P8I-~-PS PZI-PL
14 14 Lf 2 uoT1o8I301Td
P -PP P& -PL
14 ¥ - - Aatataorvodiy
P8 -P¥ 6 —-PL P8
1 ¥ Z - yiesq
S ] S [+ STRUTUER pPe3EaI3 JO °ou
SPI1 18 €9 *34 (by/Bu) asog
saTen
{ o3-wo1l ‘paidaIJe STEWTUER jJOo °OU )
{Kousnbar3 ATTep wnuwixew) subrts TesTuIId ~ “2 ATEHLL
TEVOBE © “dxe Way
s3ex ut Apnais A3ToTIX0L [BIO BRNOY ¢ aT3TlL

a1oT3Ie 183



REDACTED AS TO TRADE NAMES

—
_J

[TORIES

BORA
f@lmﬁ%?snoup

l

BOSCENCE

o
(o}

154086 ‘ON "dxT INGY

{shep) p : swil
(STeUTUR 8JIOW IO SUO UT UOTITAISSAS 3ISRT-ISITI) O~WOI3

PLT

g Kisaooay

PY1-PZ1
A vayIIETQg

PYI-pPCl
Z aan3sod psyouny

P9 1-PE
¥ UeI3o8I80TTd
G STeWIUR PRIEsIY 30 °OU
34 (B /bu}) asog

saTewag
{ o3~wox3 ‘psioajje STRWIUR JO "OU |
-d) ({Kousnbsxy ATTep wnuixew) subis. TROTUITD ~ T FIELL

TEYORE “dxe pey
s3e1 UuT Apnis AJToTXol [RIC 2IN0Y ST3TL

eToTaIE 388l



REDACTED AS TO TRADE NAMES

Rl
BOSCENCE

<
o~

1£4086 "ON “dxg N

$00°02
(07231

300708

{c-2)v

£00°0F
o-zie

$00°02

IREEEE

{axaass)g (o3easpowlz {aubITs)IT {(3UB1TIs LI184)0

: A3tasasg

(pautwexa jou) -

s} 0 - uotassbuco

sfur
$00°GL %00°09

{o-2)¢ {o2)t - ated
JaATy

0 0 - uorasabuoo ‘ejTnpau
sA2upty

o] 0 - pazTTeqruuen

UOTIBAZISC TeISUSDH

e meae e e saae fraevrs  aarasasssaemsovoen v eeen e

0 1 0 sUOTSST sTqeTo=aadde InoylTM STeEUTUR JO “oU
|4 < 0 siewTuR Jo -ou
T8 €9 144 {bx/Pwu) asog

saTeN ‘ye PIOT3ITIoEs Teuobe 10 pEa(g

{ & ‘A3TI2A8S UesW ‘saseo jo ~ou )
T -d) uoTjeuTwexs AbHoroyird $S0IH ~ °¢ g7Vl

TEV086 ~dxe way
s3ex uy Apniye A3TO0TX03 [eIC 3jnoy o731y
I © 77" 2%



w
o

Q.
B

o

=00

\T!

{szeass)e {oaeIepow)z (IUBTTSIT (IUBTIS K38a)p : Ajrieass
{pautwexs jou) -

LABOR
»CLINIC

RI
0
BOSCENCE

a $00°0Z " /VO
= {0211 5] 0 - uotysabuon
<<
P snuAyy,
L
ADn %00°0Y  %00°SZ _
o {o-ziz (0°2Z}1 0 - s{1es Butuuiyl
—
o £00°0%
= {o°2iz ¢} 0 - uoIsOI®
4]
< UoBWO1S
m)
L
Mm PN e e e e e e eee i tae e
ADn 0 o 1 o] sUOTSaT arqeroszdde jnOY3TM STEWIUR JC "OU
% °f |4 Z 8] B STRWIUE JO "ou
S¥T 18 £9 ) S¥ (By/Bu) sscg
saTen ‘ue padtiiaces TeucbHe IO pe]g
{ % ‘AiTIsaes uesu, ‘sS8sSEd JO QU )
{z -4 uotjeutwexs Abofouzed s§0IH - ‘€ I7aYL
TEPO8E *dxs Wad
s3ex ut Apnis A3TOIX0} TBIC SANOY ¢ ST3ITL

sToTIIE aS8y

1£4086 ‘ON "dxg INTY



REDACTED AS TO TRADE NAMES

BOSCENCE

\D
o~

1£4086 "ON "dxd NI

o] T S 4 suotsa aygeToaadde InOYlTM STBWIUR JO “oU
o - T € g sTewTUe JO -Oou
SPT 18 €9 Sy (B /Bw) ssog

saTeR BUTTITY Teutd

{ § ‘A3Tisass uesw ’‘ssses Jo -ou |
(g -di uotaleuTWexs APoToyzed sso1n -~ ‘¢ F1E9YL

TEV086 rdxe WE™
sael ul Apnis A3TOoTX03 TBIO 83NOY * 313TL
13YOTAIe ISBY



REDACTED AS TO TRADE NAMES

—
—

LABORATORIES

«CLINICS GROUP
\

l

BOSCENCE

~
o™

1EF086 "ON "dxd NG

g suoTss] a1qerosadde 3noylTm STREIUE IO -OU

S sTepHITUR JO -‘OU

SP (By/Bm}) seog
saTewal BUTTTTY Teuty

{ % ‘A3TIsass ueaw ’‘sased JO -ou )

(¥ ~d) uorTierutwexs Aboroyied ssoin - g FIgYL
Tev086 * ~dxs gy
s1el ul Apnis A3TOTX01 {elo s3jnsy 8137TL

aTOT3IR 1S3



REDACTED AS TO TRADE NAMES

APPENDICES

90

l LABORATORI 3

4 CLINICS GROUP
\

)

J

BOSCENCE

RBM Exp. No. 980431

28




REDACTED AS TO TRADE NAMES

R
BOSCENCE

=)
(9]

{uoouirsaje) v {purturow} W

9 §§ ¢€§ 66

{sanoy} y

{sejnuTw) w sewt]

subTs TeOTUTID ON

¥YH ¥ H YW YK 3[ur] {smo1103)
Tz 0z 61 8T Aeq a8 4 =bed
11T ¢22 22 BIUIIETQ
11 22 22 aan3sed payouny
22 €¢ £¢€ ¢€¢ €€ 22 22 ¥v©¥ P T T TT T1 T TT71 UoIIORAB0T T
S g £g 2% 22 z2Z 2% g£¢ £¢ 11 T v ¥ vV ¥ F ¥ P¥ 96 S s S g subTs TeOTULTS ON
YW YH YH ¥YH YR YH ¥YH YH YH W N ¥R W W YW YW 49 Yp UZ woE suiy
LT 971 T LA €T 1 T T 6 B8 L 9 S 14 € Z T Aeg a8 § sbed
z22Z 2% T2 Z2¢ ¢ 17T aanisod payouny
22 2¢ 227 22 Tz 222 UoT308I907114
§S §G €€ €€ €¢€ €€ €€ €€ S ] s6 ¢ § § S subls TEOTUTID ON
YR YW YW YH YW YH W H W W ¥ H 49 Yy YZ wgg BuTy]
PT E£T T T T 6 8 L g 4 2z T Reg WL ¢ @ben
{By/Bwu} esog
( psloalje STRWTUER JO "OU }
(1 a0UspPTOUT Subls TeSTUITD - 1 XIANTIaY
1£7086 : ~dxe Way
S3BX UT Apnas A3TOoIX0] TR0 2IndyY ST3TYL
I, ©°T0T33E 35e

1£4086 "ON "dxd i



[l
[3g}

G
J

AR
BOSCENCE

{uooursize) v (Butusow} KW {sanoy} y {sajnutw) W SwWIL

l

w
L
=
<
pz
L
mw €€ UoTIDSISOTI
14 £€E€E €€ E£¢ subis TROTUTTO ON
- —— - —
o YW YW 9N YW 2uTL (snoT103}
- 12 0z 6T 81 feq WIT § aben
(73] .
<
o £E€E €Ff €& £ €& €€ san3sed payouny
mm €€ €€ €¢€ €¢€ €€ €¢ 2¢ 22 2¢ £€¢ S8 §6 ©§ ' UoTIOaIBOT T
S} TT1T 11 ©1 S¢ &6 § ¢ g g g 5 subts TeoTuT(S ON
mUn z uyaEag
_mn._ YR YH YW YH YH YN YW YW ¥TH ¥YH YR YW YH YR YR YW U9 UYp YT W UTL

LT 9T €T ¥T €T 2T IT O 6§ 8 L ] 5 14 £ Z T A=aq WIT 4 =b=p

€9 (By/Bw) esoq

{ peaodJ3ie STRWTUEB JO -“ouU )

(2 -d) aouspTouT Subts TEDTUTID ~ 1 KIANIIGY
1€9086 ¢ rdxa Wy
s3eI ut Apnis X3TOTX01 T=3I0 93noy ¢ aT3ITL

1£4086 ON "dxg I



REDACTED AS TO TRADE NAMES

g

BOSCENCE

—
o

{uoouzaiie) ¥ {Butuzom) W {sanoy} u

TT 11T 1Y 1T

(sojnuTu) W :sWTL

N

subTs TROTUIIC ©ON

YW YW YN YW WL {smoITOF)

12 02 6T 81 Aq W6 # 2B2p
. T1 aanisod peysuny
TT TT Tt 1T 1TY¥ IT 1IT T T, Py T1T 171 UoTIoaIdoTId
TT | 4 . AztaTioecdAl
TT : g6 6 VPV ¥vP GS S 53 S S subTs [BOTUTTS ON
T y3eaq

YW YN YH YW YH ¥H YH YW ¥ TN ¥ H H YW YR YR Y5 Uy UZ wugg BUWil
LI 9T ST T £1 T 1T 61 L 9 S 14 € 4 T Aeg We # @ben
T8 {Bx/Bbu) ssoq

{ pajpajle sTewIuR o -ou |}
(¢ -d) aousptoul SUBIS TROTUTITD - T XIANTIAY

1€P086 * rdx@ Wad
5383 ur Apnis A3ToTXo3 [BIC 3INOY 2T1TL

14086 "ON "dxd NI



REDACTED AS TO TRADE NAMES

BOSCENCE

o~
(3]

1£086 "ON "dxd N

{uoouxazze) v {Butuaow) W {sanoy} Y {gajnNuUTW} W 8WTL

NS
N

TT %V ainlsod payouny
T1T v ¥ UOTIOBIBOTTS
IT ¥ % Ka1atiovoediy
g6 §6 o1 g [ S subpys TeOTUTTID ON
T € T yaeag

H YW YR YW YW U9 Yy UZ WpE UTY
g g 14 € z T Keqg WS 4 abep
SHT (By/Bu) ssoqg

{ pejo@IJe STEWUTUR JO "oU )
(v +d) epuaptoutr subis [eOTUTID - "1 XIANIZAY

TIEP086 ¢ cdxe wgy
sa3ex ur Apnas A3TOoTX03 [BRIC ajndy 2T3ITL
I ¢ 1°737¢ 271



REDACTED AS TO TRADE NAMES

GRODP

=5
o=
@

-t o

Al

BOSCENCE

on
o

1€4086 'ON “dxd NI

7

0671 692 LT €EC 002 12 €
09T ove 091 012 6L1 662 062 11¢ €22 81¢ T 4
Lot 0€2 187 802 L81 6L2 8L 8LZ 112 062 8 z
567 122 061 122 [ 244 8L2 LLe 692 812 882 € T
¥6: 0te 802 L0Z L1z LSe 5§82 gye (244 L2 1 T
L02 €22 222 612 0EZ 182 124 692 424 L6T 0
ARzp XaaM
J0% 36€ I8€ JLE I9¢ WSE WPE WEE Wee Wit # TewTuy
14 (By/bu) esog
{ TenpraIpUT
(1 -d) (8) ybtam Apog - -Z XIANEIAY
TE€EP086 “dxs WAy
s3ex ut Kpnis A3TOTXOL [RIOC IINDY 31371l
I ¢ 17 5o



BOSCENCE

REDACTED AS TO TRADE NAMES

<
on

76

9LZ 692 9%¢ 12 €
€671 LT 161 PT 4
082 %4 8€2e 8 Z
68¢ 5}:14 852 9Lz 90¢€ € T
L8z 8¥2 2¢€2 ¥se v8e 1 1
L82 8LZ Lse 892 00E 0

Aep NEE

WSS WpG WES WZs WTS # Teurtuy

€9 By /Bu) asoq

( TenpIATPUT )
(z -d) (B} 2ubtesm Apeg -~ -2 XIANIddY

TEY086 ¢ ~dxe WEY
sael ut Apnis K3ToIX03 TE3IC 9INOY : 2131l

1£%086 "ON "dxd Wad



REDACTED AS TO TRADE NAMES

BOSCENCE

vy
o

1£7086 "ON "dxg NG

947

¥se 12 €
612 ¥T Z
|44 0zzZ 8 z
LYZ €8¢ 882 842 L2 € T
pve 6LZ 8LZ 082 082 1 T
L9Z 20¢€ 00¢ oLz 667 ¢
Kep PEEY
Wey Wy ¥ HEY WZ¥ WIg § Tewtuy
18 (By/Bu) esog
{ TenpTaTpul
(¢ -d) {B) 3ubrem Apog - -2 XIONIE3Y
H ~dxs Wgd
s1el UT Apnis A3ToIX03 TEIO BANOY ¢ 27371l

I © 0777 3%



REDACTED AS TO TRADE NAMES

ﬁ_J

i

o
<0 _J

o=

LAB
l &CLIl

\O
o

BOSCENCE

1£4086 "ON “dxg NG

/4

€92 092 222 192 152 € 1
092 552 L2z SvZ 95z 1 T
082 LLz LyZ 092 €LZ 0
Aep yaam
WSZ WpZ WEZ Wzz WIZ $ TeWTUY
SHT (B /Bu) ssog
{ TenpTaTput
(p -d) (B) aybtem Apog - -2 XIANIdAY
-dxa ngy
Kpnas A3710o1X03 [BIO 33N00Y : S3T3TL

s3jeI UT

I (07 355



REDACTED AS TO TRADE NAMES

SR
=

B@E%‘E%ng

LABO
+CLIN

l

BOSCENCE

~
o

1£4086 "ON "dxT N

(yaeap TeINIEN)ZW © SPOS Yiead

AN
NS

muwumvo& \wmguu..ﬂv \UHNQ ------------------------ M@b.ﬂq NE w Zwm
suotssl siqeroaidde fiieoidoosoxpew ou s e GJOTlRAIISGO TRISUSS  ZH 3 WES
—— $3POD JABR  —mm—mm
SUOTIRATSSUC 5S0IH 43 0 8 § I L Yaesqa $uy
€9 {5y /bu) asog

‘ue paollTaoes fruocbe 10 preg

( TenpTATPUT )

-dy voT3jEuTWEX2 AboToyzed ssoin - ‘¢ YIANAIAY
TER08E6 * ~dxe Wed
saex uT Apnas AatoTxol TEIO @3nNoyY 3TaTL

ST2T3IR 1838



REDACTED AS TO TRADE NAMES

9

BORATORIES
kSUNE?BROUP

l

BOSCENCE

o0
o

1£¥086 "ON "dxH NI

{yzeep TEINIENIZW : apoo ylesg

N
D
////L

aaelopou ‘asniiTp ‘sTTem HButuwurys EEEE R yoewols
sjeiepou ‘asnijTp ‘ated S evessrseatesvnvasensnenn I9ATT  ZW 8 Wby
s3rispow ‘esniiip ‘ered A £ 2 3 T4 [ WEY
e3eIspow ‘asnjIip ‘sTed Ceeseeess e esaceees TaATT  ZH 8 WZb
e - $3P00 JARD  memeam
SUCTIBAIBSQC $$0IH 49 N & § I & UIEASO fud
18 {Bx/Bu} ssoq

-ue papiitices Teuche o pesg

{ TeapTATPUT )

(z ~d} uoTieuTwexe Abojoyied ssoin - ¢ XIQNFddY
TEVOBE * rdwa WaY
s3ed UT Apnas A3T0TX0o} IRIO ¥INDY a1t

BTOTIIR® 1383



LAB(J'RATDRKEE ]
+CLIN

L

CSOROUP

BOSCENCE

REDACTED AS TO TRADE NAMES

[2))
on

{yaeep TRINABNIZW : 9PO° Yiesq

a3zI3pou ‘3sn33Tp ‘ucTtisabuon serrecrecsnceveveeree s gBUNY
sqezspow ‘esnyyip ‘ered | cteecreee e ISATT ZH ¥ HeZ /////
93eIspow ‘aSNIITP ‘STTem DutuuTyl ’ AMV
sjeJyepow ‘Ie00ITITNW ‘uoisols ARREREEEEE R st UDRWHORS
U NV
P92z I TR TUURD Trtcessecs UOTIRAASSQO TEIBUSD W 0§ REZ
s3eIapow ‘asnijiIp ‘uctissbuoo AR e osnuAYg
a3elspow ‘asniirp feted soeeemeen Reveraees sevcre IBATT
mvmuwvwﬁ 4asn3y31p ‘ucIisebucs ‘eiTnpswm e reTrense sABUpPIM ZW 9 Wee
ajeIBPOW ‘3SNIITP ‘sTTeM Durtuurtyz
@jeIspow ‘TEooITIINW ‘UCTSOX? sedrer e Tttt yomwols
s3jeIspow ‘ssnizIp ‘sied AR serceseeerses IQATT
ajeJopowl ‘asnizip ‘uorjsabuco ‘eTinpsu srerae s sreeercs sRaupTd  ZW g Wiz
-— ———— — -= §2POD/ABD  ew————
SUOTIBAIBSAO S80I 4 n 8§ § I &L Y3I®s (g $uy
SPT {5y /Bu) ssog

"uE paoTitaces Teuobe 10 pesq

{ TenptaTPUT )

(€ -d} uotirutwexas Abotoysed ssoin -~ ¢ XIANTIIY
Tev086 rdwe Wey
sael UT Apnis A3ToIX0l TBIO @inoy 3T3tL

2T0T3IE 3IS8L

1£4086 "ON "dxs Y



REDACTED AS TO TRADE NAMES

~

RouP

«CLINESD
\

i

LABORAT

l

BOSCENCE

(=
<

1£4086 ON "dxg NI

suoisay srqetoexdde ATyeordoosorcew ou setTertttt UOTIBAIISQO TRISUSH 22 a0y
sucisay stqeroaadde ArTecidocsoloew ou serer e (IOTIBRAIDSQO TERIBUID 22 36€
-
suotser oTqetosadde AyTeoidoosordew ou ot UOTIRAIBSQO TRIDBUDY 22 3sc
suoysa] elqeTrexdde K1teotdooseadoew ou | vttt UOTIBAISEQC TRIaUSD 22 ALE
suoTsael siqercesdde Aryeoyidoosoloew ou oo UCTABAISSCC TRIABUBH FAA Jo¢
suotsel aTgrTosIdde Ayreordoosoanew ou srerrrrres UOTIRAISEQO TRIBUSH ST WSE
suorsaey aiqetosadde Ayrectdoosoroew ou sh-esssets UOTIRAZISSQO TEIBUSDH ST WyE
suotsa] o[qerdardde Aryeoidoosozrven ou setrecrcct UCTIRAISSGO TRISUSDH ST KEE
suotssT a21qetsezdde Aryectdoosoaoeul ou cererescss UOTIBAIDISHC TBIDUDD ST WZE
suolsa oﬂuawouumam K11eotdonsoipent ou ettt UOTIBAISSCO [RIBUBY g1 Hig
Aep -
SUQCTIBRAIBSYO £50IH 9 o 5 s I 4 Uaed #uy
54 ﬁux\mﬁy asog

§7 -d)

BUTTTTY TeUTa
( TeEnpPTATPUT )
uotavutwexs Abotoyszed ssoig - ¢ XIANE3dY

TEP086 © rdxe nWay
wumu:whnsum>uﬂ0ﬂxouHmuowu=o¢" mﬁuﬁk

I > T07C 300

/02



REDACTED AS TO TRADE NAMES

LABORATORIES )

»CLINICS GROUP

_J

HOSCENCE

“

—l
<t

14086 "ON "dxg INEY

/03

SUSTSeT 9TaRIosIdde ArTesidossoroem ou tesrtress UOTARATISSHO TRIBUSD ze WSS
suotse1 srqeycardde ArTeordooseiowu ou trerecrtcs UOTIBAISSGO [BIASUID 44 WZS
suoysay stqetoaadde Aiyeoidoosoinew ou TeTtsrcc s UOTRIRAIDSO TRISUDH 22 WIS
EE - fep e
SUOTIRAISSYO §F0IDH T 1§ 8§ I 1 yzesC yuy
€9 (By/Bu) asog

ButTiTy TeUIR

{- Tenpratpur )
{s d) uorjeutwexs Abojoyzed ssoip - ‘¢ XIANZ3ay
IEV086 ¢ cdxe wad
$3el uT Apniys A3ToIX03 IRIC 3jNOY ST3TL

3TOTIIE 3587



REDACTED AS TO TRADE NAMES

i3

GR
BOSCENCE

R
0

LABORATO!
»CLINICS

()
~

1Ep086 "ON "dxH NEY

suotrsat arqervaadde ATieordoosolvew ou = ot ‘* UOTIRAIISO TBISUIY z22 Wy
F.S - ~ -
SUCTIBAISSJO SSOIH q i g S I A Yiesd #Ed
18 {By/Bu} . asog

PUTTTTY TeRuld

( TenpIATPUT )
(o -d) uotaeuTWEXS ABojoyired 5019 - ‘g XIAGNIdaY
TEVOB6 ‘d¥s WEd
g4e3 Ut Apnjis A3[oTX03 TBIO 93NDY : 2TATL

I 1 oo



